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Abstract
Introduction Vasopressin has been shown to increase blood
pressure in catecholamine-resistant septic shock. The aim of
this study was to measure the effects of low-dose vasopressin
on regional (hepato-splanchnic and renal) and microcirculatory
(liver, pancreas, and kidney) blood flow in septic shock.
Methods Thirty-two pigs were anesthetized, mechanically
ventilated, and randomly assigned to one of four groups (n = 8
in each). Group S (sepsis) and group SV (sepsis/vasopressin)
were exposed to fecal peritonitis. Group C and group V were
non-septic controls. After 240 minutes, both septic groups were
resuscitated with intravenous fluids. After 300 minutes, groups
V and SV received intravenous vasopressin 0.06 IU/kg per hour.
Regional blood flow was measured in the hepatic and renal
arteries, the portal vein, and the celiac trunk by means of
ultrasonic transit time flowmetry. Microcirculatory blood flow
was measured in the liver, kidney, and pancreas by means of
laser Doppler flowmetry.
Results In septic shock, vasopressin markedly decreased blood
flow in the portal vein, by 58% after 1 hour and by 45% after 3
hours (p < 0.01), whereas flow remained virtually unchanged in
the hepatic artery and increased in the celiac trunk.
Microcirculatory blood flow decreased in the pancreas by 45%
(p < 0.01) and in the kidney by 16% (p < 0.01) but remained
unchanged in the liver.
Conclusion Vasopressin caused marked redistribution of
splanchnic regional and microcirculatory blood flow, including a
significant decrease in portal, pancreatic, and renal blood flows,
whereas hepatic artery flow remained virtually unchanged. This
study also showed that increased urine output does not
necessarily reflect increased renal blood flow.
Introduction
Low-dose vasopressin has been proposed for treatment of
severe hypotension in septic shock that is otherwise unre-
sponsive to high doses of alpha-adrenergic agents [1,2]. To
date, smaller controlled studies of human subjects receiving
low-dose vasopressin in septic shock have been rather
encouraging, but adverse events, possibly related to the use
of vasopressin, have also been reported [3,4].
Vasopressin can produce intense vasoconstriction that is
independent of tissue oxygenation and metabolism [5]. The
capacity of vasopressin to decrease mesenteric and portal
blood flow has been demonstrated by its efficacy in reducing
gastrointestinal bleeding [6], including hemorrhage from blunt
liver trauma [7,8]. The effects of vasopressin were well docu-
mented in the 1970s and 1980s in human [9] and animal [10-
12] studies, but this was mostly in non-septic conditions and
with doses significantly exceeding what today is considered to
be a 'safe' range.
Recently published results from animal studies have confirmed
previous findings that high doses of vasopressin (greater than
0.1 units per minute) clearly redistribute regional blood flows
and decrease tissue oxygenation [13,14]. However, reportedPage 1 of 13
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metabolism are more conflicting and range from 'deleterious'
[15] to increased mesenteric blood flow and beneficial effects
on tissue metabolism [16].
The effects of low-dose vasopressin on other organs, such as
the pancreas, are largely unknown. Decreased blood flow in
the pancreas was found when high doses of vasopressin were
infused under non-septic conditions [12], but the effects of
low-dose vasopressin on the pancreas in septic shock have
not been studied. The pancreas appears to be particularly vul-
nerable to low flow as a result of cardiogenic shock [17], hypo-
volemia [18,19], and sepsis [20]. Prolonged pancreatic
ischemia secondary to hypovolemia may cause secretory dys-
function, edema, and inflammation [18].
Vasopressin has been reported to increase urine output
[21,22] and creatinine clearance [23] in septic subjects. Low-
dose vasopressin did not decrease total renal blood flow in
endotoxemic pigs. However, it has been found to cause redis-
tribution of intrarenal blood flow, resulting in a reduction of
medullary blood flow [24,25] even with physiologic plasma
levels.
We hypothesized that increasing systemic blood pressure by
administering vasopressin in fluid-resuscitated experimental
septic shock would result in a substantial redistribution of
regional blood flow within the splanchnic region and, conse-
quently, in altered microcirculatory blood flow in abdominal
organs. Thus, the aim of this study was to compare changes in
systemic blood flow with changes in regional splanchnic blood
flow and microcirculatory blood flow in the liver, kidney, and
pancreas during administration of low-dose vasopressin in
fluid-resuscitated septic shock in pigs.
Materials and methods
This study was performed according to the National Institutes
of Health (Bethesda, MD, USA) guidelines for the care and
use of experimental animals. The protocol was approved by
the animal ethics committee of Canton Bern, Switzerland.
Thirty-two domestic pigs (weight, 28 to 32 kg) were fasted
overnight but were allowed free access to water. The pigs
were sedated with intramuscular ketamine (20 mg/kg) and
xylazinum (2 mg/kg). After induction of anesthesia with intrave-
nous metomidate (5 mg/kg) and azaperan (2 mg/kg), the pigs
were orally intubated and ventilated with oxygen in air (fraction
of inspired oxygen [FiO2] = 0.40). Inhaled concentration of
oxygen was continuously monitored with a multi-gas analyzer
(S/5™ Critical Care Monitor; Datex-Ohmeda, part of GE
Healthcare, Little Chalfont, Buckinghamshire, UK). Anesthesia
was maintained with continuous intravenous infusions of mida-
zolam (0.5 mg/kg per hour), fentanyl (20 μg/kg per hour), and
pancuronium (0.3 mg/kg per hour) to simulate clinical condi-
tions as closely as possible. The animals were ventilated with
a volume-controlled ventilator with a positive end-expiratory
pressure (PEEP) of 5 cm H2O (Servo 900C; Siemens, Die-
tikon, Switzerland). Tidal volume was kept at 10 to 15 mL/kg
and the respiratory rate was adjusted (14 to 16 breaths per
minute) to maintain end-tidal carbon dioxide tension (arterial
carbon dioxide partial pressure, PaCO2) at 40 ± 4 mm Hg. The
stomach was emptied with an orogastric tube.
Surgical preparation
Indwelling catheters were inserted through a left cervical cut-
down into the thoracic aorta and vena cava superior. A bal-
loon-tipped catheter was inserted into the pulmonary artery
through the right external jugular vein. Location of the catheter
tip was determined by observing the characteristic pressure
trace on the monitor as it was advanced through the right heart
into the pulmonary artery.
With the pig in the supine position, a midline laparotomy was
performed. A catheter was inserted into the urinary bladder for
drainage of urine. A second catheter was inserted into the
mesenteric vein for blood sampling. The superior mesenteric
artery, the celiac trunk, and the left renal artery were identified
close to their origin at the aorta.
After the vessels were dissected free of the surrounding tis-
sues, pre-calibrated ultrasonic transit time flow probes (Tran-
sonic Systems Inc., Ithaca, NY, USA) were placed around the
vessels and connected to an ultrasound blood flow meter (T
207; Transonic Systems Inc.). Additional ultrasonic transit
time probes were placed around the portal vein and the
hepatic artery. Small custom-made laser Doppler flow probes
(Oxford Optronix Ltd, Oxford, UK) were attached to the liver
capsule and the surface of the left kidney. A third laser Doppler
flow probe was attached to the pancreas. Six additional laser
Doppler flow probes were sutured to the mucosa and serosa
of the stomach, jejunum, and colon, and the data from these
were presented elsewhere [26].
Twenty grams of autologous feces was collected from the
colon and used later to induce peritonitis and septic shock in
selected animals (the two septic groups). The colon incision
was then closed with continuous sutures. The laser Doppler
flowmetry (LDF) probes on the liver and the kidney were
attached to the surface of each organ with six blunt needles
per probe. The LDF probe on the pancreas was attached with
six microsutures. The signal from the laser Doppler flow meter
was visualized on a computer monitor. Care was taken to
ensure continuous and steady contact with the tissue under
investigation, preventing motion disturbance from respiration
and gastrointestinal movements throughout the experiment.
Once the experiment was started, care was taken to avoid any
movement of the LDF probes and to avoid any pressure, trac-
tion, or injury to the tissue under investigation during the exper-
iment. At the end of the surgical preparation, two large-borePage 2 of 13
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cavity before the laparotomy was closed.
During surgery, the animals received lactated Ringer's solution
15 to 20 mL/kg per hour, which kept central venous and pul-
monary capillary wedge pressures (PCWPs) constant
between 6 and 8 mm Hg. Body temperature was maintained
at 37.5°C ± 0.5°C by the use of a warming mattress and a
patient air warming system (Warm Touch 5700; Mallinckrodt,
Hennef, Germany). After the surgical preparation was com-
pleted, the animals were allowed to stabilize for 45 to 60
minutes.
Experimental design
This study was planned using a factorial design. The animals
were randomly assigned into one of the following groups:
Group C
Non-septic control group (n = 8): After baseline measure-
ments, lactated Ringer's solution was given at a rate of 20 mL/
kg per hour throughout the experiment.
Group V
Non-septic vasopressin control group (n = 8): After baseline
measurements, the animals were treated the same way as ani-
mals in group C, except at 300 minutes a continuous intrave-
nous infusion of ornithin-8 vasopressin (POR-8®; Ferring,
Wallisellen, Switzerland) was started at a rate of 0.06 IU/kg
per hour and maintained for another 180 minutes.
Group S
Septic control group (n = 8): After baseline measurements,
the animals were exposed to fecal peritonitis by instillation of
20 g of autologous feces suspended in 200 mL of warm
(37°C) 5% dextrose through the abdominal tubes. Simultane-
ously, administration of lactated Ringer's solution was discon-
tinued. After 240 minutes of peritonitis and development of
septic shock, an intravenous fluid bolus (4% gelatine; Physio-
gel® molecular weight 30,000; B. Braun Medical, Sempach,
Switzerland) of 15 mL/kg was given over the span of 45 min-
utes, followed by intravenous lactated Ringer's solution at a
rate of 20 mL/kg per hour until the end of the study.
Group SV
Septic test group treated with vasopressin (n = 8): The ani-
mals were treated in the same way as the septic control group
(group C), except that at 300 minutes a continuous intrave-
nous infusion of ornithin-8-vasopressin was started at a rate of
0.06 IU/kg per hour and maintained for another 180 minutes.
Four hundred eighty minutes after baseline measurement, all
animals were sacrificed with an intravenous injection of 20
mmol KCl.
Hemodynamic monitoring
Mean arterial blood pressure (MAP) (mm Hg), central venous
pressure (CVP) (mm Hg), mean pulmonary artery pressure
(PAP) (mm Hg), and PCWP (mm Hg) were recorded with
quartz pressure transducers. Heart rate (HR) was measured
from the electrocardiogram. HR, MAP, PAP, and CVP were
displayed continuously on a multi-modular monitor (S/5™, Crit-
ical Care Monitor; Datex-Ohmeda). Cardiac output (CO) (liters
per minute) was updated every 60 seconds using a thermodi-
lution method. The value was displayed continuously on a con-
tinuous CO monitor (Vigilance CCO Monitor; Edwards
Lifesciences, S.A., Horw, Switzerland).
Respiratory monitoring
Expired minute volume, tidal volume, respiratory rate, peak and
end inspiratory pressures, PEEP (cm H2O), inspired and end-
tidal carbon dioxide concentrations (mm Hg), and inspired
(FiO2) and expired oxygen fractions were monitored continu-
ously throughout the study.
Laser Doppler flowmetry
LDF is an established non-invasive technique for continuous
monitoring of the microcirculation in vivo and has been shown
not to interfere with blood flow in the tissue under investigation
[20,27]. The LDF data were acquired online with a sampling
rate of 10 Hz via a multichannel interface (Mac Paq MP 100;
Biopac Systems, Inc., Goleta, CA, USA) with acquisition soft-
ware (Acqknowledge 3.2.1.; Biopac Systems, Inc.) installed in
a portable computer.
Laser Doppler flow meters are not calibrated to measure abso-
lute blood flow; rather, they indicate microcirculatory blood
flow in arbitrary perfusion units. Due to relatively large variabil-
ity in baseline values, the results are usually expressed as
changes relative to baseline [28], which was also the case in
this study. The quality of the LDF signal was controlled online
by visualization on a computer screen, so that motion artifacts
and noise due to inadequate probe attachment could be
immediately detected and corrected before the measurements
started.
Ultrasonic transit time flowmetry
Blood flow in the hepatic artery, renal artery, celiac trunk, and
portal vein was continuously measured in all animals through-
out the experiments by means of ultrasonic transit time flowm-
etry (mL per minute) and an HT 206 flow meter (Transonic
Systems Inc.).
Laboratory analysis
For all animals, arterial, mixed venous, and mesenteric venous
blood samples were withdrawn at each measurement point
from the indwelling catheters and immediately analyzed in a
blood gas analyzer (ABL 620; Radiometer A/S, Brønshøj,
Denmark) for partial pressure of oxygen (mm Hg), partial pres-
sure of carbon dioxide (mm Hg), pH, lactate (mmol/L), oxygenPage 3 of 13
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hemoglobin concentration (g/L). All values were adjusted to
body temperature.
Data analysis and calculations
Cardiac index (CI), systemic vascular resistance (SVR), and
flows in the celiac trunk, portal vein, and hepatic and renal
arteries were indexed to body weight. SVR index was calcu-
lated as: SVR index = (MAP - CVP)/CI [13,15].
Systemic oxygen delivery index (DO2I sys) as well as the
derived splanchnic oxygen delivery indices (portal venous
[DO2I PV], hepatic arterial [DO2I HA], total [DO2I liver], and
renal arterial [DO2I kidney] oxygen delivery indices) were cal-
culated: DO2I = (indexed flow) × CaO2, where CaO2 is the
arterial oxygen content: CaO2 = (PaO2 × 0.003) + (Hb ×
SaO2 × 1.36). PaO2 is arterial oxygen partial pressure, Hb is
the hemoglobin concentration, and SaO2 is the arterial oxygen
saturation. Systemic (total body) oxygen consumption index
was calculated as follows: VO2I = CI × (CaO2 - CvO2), where
CvO2 is the mixed venous oxygen content.
Statistical analysis
The data are presented as mean ± standard deviation for the
four study groups. Differences between the four groups were
assessed by analysis of variance (ANOVA) for repeated meas-
urements using one dependent variable, one grouping factor
(controls, controls with vasopressin, sepsis, and sepsis with
vasopressin), and one within-subject factor (time). When there
was a significant group-time interaction, the effect of vaso-
pressin was assessed separately in the two groups with and
without sepsis by again using ANOVA for repeated measure-
ments. In this design, a significant time-group interaction is
interpreted as an effect of vasopressin. Finally, the effects of
vasopressin in the groups with and without sepsis were com-
pared by calculating the area under the variable-time curve
during vasopressin infusion (Mann-Whitney test). Calculations
for microcirculatory blood flow were performed using changes
relative to baseline (t = 0 minutes). Absolute values were used
for all other calculations. All the p values given in the Results
section represent the calculated p value for the time-group
interaction, unless otherwise stated.
Results
Systemic, regional, and local parameters recorded during the
development of septic shock and during fluid resuscitation but
before t = 300 minutes are presented in Appendix 1. Data
recorded after t = 300 minutes until end of the study at t = 480
minutes are presented below and in Tables 1, 2, 3 and Figures
1 and 2. Three series of LDF measurements from the liver (one
each in groups V, S, and SV) and two series from the kidney
(one from group C and another from group S) had to be
excluded because of excessive motion artifacts and loss of
optical coupling to the tissue.
All animals in groups S and SV first developed signs of hypo-
dynamic septic shock, with low MAP, low CI, and decreased
microcirculatory blood flow, followed by signs of normo/hyper-
dynamic sepsis after fluid administration (Appendix 1). Fluid
resuscitation increased CI. It restored blood flow in the portal
vein, the celiac trunk, and the hepatic and renal arteries. Fur-
thermore, it restored microcirculatory blood flow in the renal
cortex. In contrast, fluid administration did not restore
microcirculatory blood flow in the liver (down by 15% to 27%)
or the pancreas (down by 27% to 32%).
Substantial effects of vasopressin on the systemic and
regional circulation were observed within a few minutes after
starting the vasopressin infusion (in groups V and SV). The
peak effect on most systemic and regional parameters was
measured between 30 and 60 minutes after starting vaso-
pressin (Tables 1, 2, 3; Figures 1 and 2). Administration of
vasopressin to septic animals (group SV) increased MAP and
decreased CI and HR.
Administration of vasopressin resulted further in significant
redistribution of splanchnic blood flow (Figure 1; Table 2): 60
minutes after the start of vasopressin infusion, blood flow in
the portal vein had decreased by 58% in septic animals
receiving vasopressin (group SV) but by 19% in septic con-
trols (group S; p < 0.01). Blood flow in the celiac trunk
increased by 20% in group SV and by 30% in group V but
decreased by 15% in group S (Figure 1; Table 2). The hepatic
artery blood flow remained virtually unchanged or increased in
some animals (Figure 1). Thus, similar to portal flow, total liver
blood flow decreased (p < 0.01) more in group SV (by 32%)
than in group S (by 15%; Table 2). Microcirculatory blood flow
in the liver remained unchanged in both septic groups. Admin-
istration of vasopressin in group SV decreased microcircula-
tory blood flow in the pancreas further to 36% ± 14% (p <
0.01) of baseline, whereas virtually no change occurred in
group S.
Renal artery blood flow remained unchanged in septic controls
(group S) as well as in septic animals receiving vasopressin
(group SV; Table 2). In group SV, microcirculatory blood flow
in the renal cortex decreased by 16% ± 20% (Figure 2; p <
0.01), but urine output increased (Table 1). Microcirculatory
blood flow in group S remained unchanged. Systemic,
regional, and microcirculatory flow parameters (Table 3)
remained stable in control animals not receiving vasopressin
(group C) and in vasopressin control animals (group V) during
the first 300 minutes.
Administration of vasopressin to non-septic animals (group V)
resulted in systemic, regional, and local changes similar to
those seen in septic animals (Tables 1, 2, 3). However, the
effects of vasopressin on some systemic (pulmonary artery
occlusion pressure and mixed venous oxygen saturation) and
regional (total liver blood flow, portal blood flow, portal oxygenPage 4 of 13
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Systemic hemodynamics and metabolic variables during infusion of vasopressin
Time 300 minutes 360 minutes 480 minutes
Heart rate (beats per minute)a,b
Group C 126 ± 24 131 ± 26 136 ± 29
Group V 125 ± 15 90 ± 8c 104 ± 14c
Group S 120 ± 23 135 ± 26d 155 ± 29c
Group SV 126 ± 10 106 ± 21c 117 ± 22
Mean arterial blood pressure (mm Hg)a,b
Group C 80 ± 12 80 ± 13 77 ± 13
Group V 80 ± 9 97 ± 9c 100 ± 11c
Group S 68 ± 9 67 ± 9 67 ± 7
Group SV 74 ± 9 100 ± 22c 95 ± 20c
Cardiac index (mL/kg per minute)a,b
Group C 148 ± 31 147 ± 33 149 ± 34
Group V 147 ± 27 96 ± 13c 118 ± 12d
Group S 174 ± 22 166 ± 20 179 ± 14
Group SV 168 ± 47 107 ± 13c 125 ± 27c
PAOP (mm Hg)a,e
Group C 6 ± 1 7 ± 1 6 ± 1
Group V 6 ± 1 8 ± 1d 8 ± 2c
Group S 8 ± 1 6 ± 1 6 ± 2
Group SV 6 ± 1 6 ± 2 6 ± 2
Arterial pH
Group C 7.45 ± 0.03 7.45 ± 0.03 7.44 ± 0.04
Group V 7.44 ± 0.02 7.44 ± 0.04 7.44 ± 0.05
Group S 7.43 ± 0.02 7.44 ± 0.02 7.43 ± 0.02
Group SV 7.43 ± 0.04 7.43 ± 0.04 7.43 ± 0.04
Arterial standard base excess (mmol/L)
Group C 3.9 ± 1.4 3.6 ± 1.5 3.3 ± 1.8
Group V 2.4 ± 1.6 2.9 ± 1.9 2.9 ± 2.2
Group S 3.1 ± 0.9 3.7 ± 0.5 3.2 ± 0.9
Group SV 2.2 ± 1.2 3.0 ± 1.2 2.7 ± 1.5
Arterial lactate concentration (mmol/L)
Group C 0.99 ± 0.15 0.96 ± 0.12 0.95 ± 0.17
Group V 0.98 ± 0.12 1.10 ± 0.24 1.11 ± 0.26d
Group S 1.36 ± 0.48 1.11 ± 0.31c 1.10 ± 0.30c
Group SV 1.46 ± 0.25 1.25 ± 0.17c 1.20 ± 0.16c
Arterial oxygen partial pressure (mm Hg)f
Group C 162 ± 19 156 ± 21 152 ± 25
Group V 161 ± 16 143 ± 29d 141 ± 21Page 5 of 13
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parameters appeared to be stronger in non-septic than in sep-
tic animals.
Discussion
Two septic and another two non-septic groups were studied
in a factorial design with the aim of comparing changes in sys-
temic blood flow with changes in regional splanchnic blood
flow and microcirculatory blood flow in multiple abdominal
organs during administration of low-dose vasopressin in septic
shock. Therefore, the results of the non-septic groups are pre-
sented for reference only and are not discussed in detail.
Administration of low-dose vasopressin in this porcine model
of volume-resuscitated septic shock increased arterial blood
pressure, decreased systemic blood flow and oxygen delivery,
and resulted in a marked redistribution of blood flow in the
splanchnic region. Portal venous flow decreased almost by
half in the group receiving vasopressin. In contrast, hepatic
arterial blood flow either remained unchanged or increased.
This finding suggests different effects of vasopressin on the
arterial versus the portal venous blood supply in the liver. In
fact, it has been shown in non-septic rats that effects of vaso-
pressin on the liver are heterogenous and more pronounced
on the portal venous side than on the arterial side, due to
receptor density, which favors the portal zone [29]. In non-sep-
tic low-flow states, liver blood flow is known to be regulated by
the hepatic arterial buffer response, in which a decrease in
portal flow leads to increased hepatic arterial blood flow due
to vasodilatation, which is mediated locally by the
Group S 163 ± 17 163 ± 16 161 ± 19
Group SV 165 ± 10 157 ± 21 160 ± 13
Mixed venous oxygen saturation (percentage)a,b,e
Group C 66 ± 5 65 ± 6 66 ± 5
Group V 64 ± 10 42 ± 10c 49 ± 11c
Group S 59 ± 5 59 ± 5 61 ± 5
Group SV 61 ± 6 53 ± 7c 58 ± 7
DO2I sys (mL/kg per minute)a,b
Group C 18 ± 2.6 18 ± 2.7 19 ± 2.8
Group V 16 ± 2.8 9.4 ± 1.9c 11 ± 1.8d
Group S 17 ± 2.1 18 ± 3.3 20 ± 2.8
Group SV 19 ± 5.5 13 ± 2.2c 15 ± 3.6
VO2I sys (mL/kg per minute)
Group C 6.1 ± 0.8 6.0 ± 1.1 6.2 ± 1.1
Group V 5.7 ± 0.7 5.6 ± 1.2 5.7 ± 1.1
Group S 7.3 ± 1.3 7.3 ± 1.5 7.7 ± 0.5
Group SV 7.5 ± 1.8 6.0 ± 0.9d 6.2 ± 1.1
Urinary output (mL/kg per hour)
Group C 2.1 ± 2.4 2.3 ± 2.4 1.8 ± 2.2
Group V 1.6 ± 0.8 3.8 ± 2.2 5.4 ± 3.9d
Group S 1.4 ± 0.9 1.9 ± 1.4 0.9 ± 0.5
Group SV 1.0 ± 0.5 3.5 ± 3.2 2.6 ± 2.0
In groups V and SV, a continuous infusion of vasopressin (0.06 IU/kg per hour) was started at t = 300 minutes. Groups C and S received 
intravenous crystalloids only.
ap < 0.05 time-group interaction groups V versus C: effect of vasopressin in control animals.
bp < 0.01 time-group interaction groups SV versus S: effect of vasopressin in septic animals.
cp < 0.01 compared to t = 300 minutes.
dp < 0.05 compared to t = 300 minutes.
ep < 0.01 Mann-Whitney test (area under curve): effect of vasopressin in non-septic versus septic animals.
fp < 0.05 time-group interaction groups SV versus S: effect of vasopressin in septic animals.
DO2I sys: systemic oxygen delivery index. Group C: non-septic control group. Group S: septic control group. Group SV: septic test group treated 
with vasopressin. Group V: non-septic vasopressin control group. PAOP: pulmonary artery occlusion pressure. VO2I sys: systemic oxygen 
consumption index.
Table 1 (Continued)
Systemic hemodynamics and metabolic variables during infusion of vasopressinPage 6 of 13
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Regional blood flow and oxygen delivery during infusion of vasopressin
Time 300 minutes 360 minutes 480 minutes
Celiac trunk (mL/kg per minute)a,b
Group C 11 ± 3 12 ± 2 12 ± 2
Group V 17 ± 6 23 ± 5c 23 ± 5c
Group S 19 ± 8 17 ± 5 16 ± 4
Group SV 25 ± 17 31 ± 18d 30 ± 17d
Liver flow (mL/kg per minute)a,b,e
Group C 36 ± 3 35 ± 5 33 ± 4
Group V 38 ± 9 31 ± 6c 33 ± 5d
Group S 45 ± 8 37 ± 6c 35 ± 5c
Group SV 43 ± 7 29 ± 6c 31 ± 6d
DO2I PV (mL/kg per minute)a,b,e
Group C 2.7 ± 0.4 2.6 ± 0.5 2.6 ± 0.4
Group V 2.5 ± 0.6 1.2 ± 0.2c 1.4 ± 0.2c
Group S 2.7 ± 0.5 2.2 ± 0.5d 2.1 ± 0.4c
Group SV 3.1 ± 0.7 1.3 ± 0.6c 1.7 ± 0.4c
DO2I HA (mL/kg per minute)a,b
Group C 0.3 ± 0.3 0.4 ± 0.3 0.4 ± 0.3
Group V 0.5 ± 0.2 0.8 ± 0.3 0.8 ± 0.2
Group S 0.6 ± 0.3 0.6 ± 0.3 0.6 ± 0.3
Group SV 0.6 ± 0.3 1.0 ± 0.7c 1.0 ± 0.7c
DO2I liver (mL/kg per minute)a
Group C 3.2 ± 0.4 3 ± 0.6 3.1 ± 0.5
Group V 3.0 ± 0.7 2.0 ± 0.5c 2.2 ± 0.3c
Group S 3.3 ± 0.6 2.8 ± 0.6 2.7 ± 0.6d
Group SV 3.6 ± 0.8 2.3 ± 0.9c 2.6 ± 0.9c
Renal artery (mL/kg per minute)a,b
Group C 8.7 ± 1.3 9.3 ± 1.3 9.1 ± 1.5
Group V 8.9 ± 2.2 7.6 ± 2.3d 8.9 ± 2.7
Group S 8.1 ± 3.0 8.8 ± 3.5 9.0 ± 4.0
Group SV 6.2 ± 2.3 5.4 ± 1.6 7 ± 2.4
DO2I kidney (mL/kg per minute)a,e
Group C 1.1 ± 0.2 1.1 ± 0.3 1.2 ± 0.3
Group V 1.0 ± 0.2 0.7 ± 0.2c 0.9 ± 0.3
Group S 0.7 ± 0.4 0.8 ± 0.5 0.9 ± 0.6c
Group SV 0.7 ± 0.2 0.6 ± 0.2 0.8 ± 0.3d
A continuous infusion of vasopressin (0.06 IU/kg per hour) was started in groups V and SV at t = 300 minutes. Animals in groups C and S 
received intravenous saline only.
ap < 0.01 time-group interaction groups V versus C: effect of vasopressin in control animals.
bp < 0.01 time-group interaction groups SV versus S: effect of vasopressin in septic animals.
cp < 0.01 compared to t = 300 minutes.
dp < 0.05 compared to t = 300 minutes.
ep < 0.05 Mann-Whitney test (area under curve): effect of vasopressin in non-septic versus septic animals.
Celiac trunk: blood flow in the celiac trunk. DO2I HA: oxygen delivered by the hepatic artery. DO2I kidney: total oxygen delivered by the left renal 
artery. DO2I liver: total oxygen delivery to the liver. DO2I PV: oxygen delivered by the portal vein. Group C: non-septic control group. Group S: 
septic control group. Group SV: septic test group treated with vasopressin. Group V: non-septic vasopressin control group. Liver flow: total liver 
blood flow. Renal artery: blood flow in the left renal artery.Page 7 of 13
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arterial buffer response did not fully compensate for
decreased portal flow, except perhaps in one animal out of
eight (Figure 1). Our results in septic pigs are also in accord-
ance with a study by Schiffer and colleagues [31] on endo-
toxic sheep showing that capacity of the hepatic arterial buffer
response is diminished during endotoxemia [32].
Although total liver blood flow decreased during administra-
tion of vasopressin, average microcirculatory blood flow meas-
ured on the surface of the liver remained unchanged. This
finding must be interpreted with caution. One question that
has to be addressed is whether microcirculatory flow meas-
ured on the surface of the liver is representative of the entire
organ. In rats, microcirculatory blood flow measured on the
hepatic surface using LDF has been reported to reflect
changes in total liver blood flow [33]. Similar findings were
found in a porcine model [34]. However, the authors of the lat-
ter study also reported an increased sensitivity of LDF to
changes in arterial blood flow [34].
Microcirculatory blood flow in the pancreas decreased mark-
edly during the development of septic shock. Although intrave-
nous fluids appeared to have effectively restored systemic and
regional blood flows, microcirculatory flow in the pancreas
remained approximately 30% below baseline after fluid admin-
istration. Administration of vasopressin further decreased pan-
creatic blood flow by approximately 50% despite the fact that
blood flow in the supplying regional artery (celiac trunk)
increased (Table 2). Why the hepatic artery was apparently
getting a larger share of flow in the celiac trunk than the pan-
creas cannot be answered from the present data. It is possible
that the V1 receptors (V1Rs) are more dense in the pancreatic
vascular bed than in the hepatic artery or that, even if the
hepatic arterial buffer response could not increase arterial
hepatic flow enough to maintain liver blood flow unchanged, it
may have limited the reduction in liver flow by reducing the
resistance in the hepatic artery and thereby favoring distribu-
tion of flow in the celiac trunk to the liver.
Previous studies demonstrate that the pancreas is very vulner-
able to deterioration of systemic and splanchnic blood flow
caused by hemorrhage [19], sepsis [20,35], and administra-
tion of vasoconstrictors such as vasopressin under non-septic
conditions [11,36,37]. We are not aware of any other study
that has investigated the effects of vasopressin on the pan-
creas in septic shock. Hypoperfusion of the pancreas may be
a clinically relevant problem; the pancreas has been sug-
Table 3
Regional blood flow and oxygen delivery during infusion of vasopressin in non-septic animals
Time 300 minutes 360 minutes 480 minutes
Portal vein (mL/kg per minute)a,b
Group C 33 ± 3 32 ± 5 30 ± 4
Group V 33 ± 8 23 ± 4c 25 ± 4c
Hepatic artery (mL/kg per minute)a
Group C 3.2 ± 1.7 3.4 ± 1.7 3.7 ± 1.7
Group V 4.4 ± 1.6 8.2 ± 3.1c 8 ± 2.5c
MBF liver (percentage)
Group C 133 ± 53 135 ± 61 122 ± 57
Group V 85 ± 22 75 ± 38 77 ± 44
MBF kidney (percentage)a
Group C 96 ± 14 94 ± 20 96 ± 20
Group V 106 ± 15 86 ± 16c 105 ± 15
MBF pancreas (percentage)a
Group C 119 ± 14 108 ± 18c 99 ± 17c
Group V 110 ± 30 74 ± 15c 76 ± 23c
A continuous infusion of vasopressin (0.06 IU/kg per hour) was started at t = 300 minutes in group V. Animals in group C received intravenous 
saline only.
ap < 0.01 time-group interaction groups V versus C: effect of vasopressin in control animals.
bp < 0.05 Mann-Whitney test (area under curve): effect of vasopressin in non-septic versus septic animals.
cp < 0.01 compared to t = 300 minutes.
Group C: non-septic control group. Group V: non-septic vasopressin control group. Hepatic artery: blood flow in the hepatic artery. MBF kidney: 
microcirculatory blood flow in the renal cortex. MBF pancreas: microcirculatory blood flow in the pancreas. MBF was measured by laser Doppler 
flowmetry and expressed as percentage of baseline. Portal vein: blood flow in the portal vein.Page 8 of 13
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reperfusion injury [38], and impaired pancreatic function has
been found after prolonged hypoperfusion [18].
Blood flow in the renal artery decreased moderately after the
vasopressin infusion began but recovered to baseline with
time. Microcirculatory blood flow in the renal cortex also
decreased but remained low. Despite decreased regional and
microcirculatory blood flow in the kidney, urine output
increased. Vasopressin produces vasoconstriction via the
V1Rs, whereas osmoregulation, antidiuretic effects, and nitric-
oxide-dependent vasodilatation are mediated via the V2 recep-
tors (V2Rs) [39]. In the present study, we used the vaso-
pressin analogue ornithin-8-vasopressin, which has effects
very similar to those of arginine vasopressin but a slightly
higher affinity for V1R. However, it can still bind to the V2R
once V1Rs are saturated. There is experimental evidence that,
in the kidney, vasopressin preferentially constricts efferent
arterioles [40]. Thus, increased diuresis was related to
increased filtration pressure rather than to renal blood flow.
Increased diuresis during administration of vasopressin has
also been reported in patients in septic shock [21] and with
hepatorenal syndrome [41].
The aim of this study was to measure the effects of vaso-
pressin on regional and microcirculatory blood flow in abdom-
inal organs during septic shock. Severe, irreversible
microcirculatory disturbances have been associated with poor
outcome in patients with septic shock [42]. In patients dying
from septic shock, these disturbances have been shown to
persist even after correction of systemic variables [26,43].
Nevertheless, treatment of circulatory shock is mostly guided
by systemic variables alone because direct measurements of
regional and local splanchnic blood flow in patients are inva-
sive, time-consuming, and require special skills and instru-
ments that are not readily available at the bedside.
Figure 1
Blood flow in the portal vein and in the hepatic artery measured with ultrasonic transit time flowmetry during septic shock. A continuous infusion of 
vasopressin (0.06 IU/kg per hour) was started at t = 300 minutes in animals in group SV. Animals in group S received intravenous saline only. 
Results are presented as individual curves. Portal venous and hepatic arterial blood flows are indexed to body weight. There was a significantly 
greater decrease in portal venous blood flow in group SV than in group S (p < 0.01). Hepatic artery blood flow remained virtually unchanged in all 
animals in group S and in five out of eight in group SV. Three animals in group SV may have had some hepatic arterial buffer response. #p < 0.01 
compared with t = 300 minutes. Group S, septic control group; group SV, septic test group treated with vasopressin.Page 9 of 13
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patients as closely as possible. The pig model appeared suit-
able because of the pig's anatomical and physiologic similarity
to humans with respect to the cardiovascular system and the
digestive tract [44,45]. Fecal peritonitis is a frequent cause of
septic shock in humans, and clinical conditions in a critical
care unit were imitated as closely as possible in the laboratory
(sedation, mechanical ventilation, monitoring, and drug admin-
istration). Still, the results of this study are not based on human
data, and that is the study's main limitation. Furthermore, due
to the small number of animals per group, some biologically
relevant effects may have been missed. The full factorial
design used in this study, comprising three different control
groups, was intended to minimize this risk. Another limitation
of this study may be the fact that we measured only organ
blood flow, but not metabolism. However, a recent study per-
Figure 2
Microcirculatory blood flow of the liver, the pancreas, and the kidney measured with laser Doppler flowmetry during septic shock. A continuous infu-
sion of vasopressin (0.06 IU/kg per hour) was started at t = 300 minutes in animals in group SV. Animals in group S received intravenous saline only. 
Results are presented as individual curves. Microcirculatory blood flow is expressed as changes relative to the baseline values (t = 0 minutes). #p < 
0.01 compared to t = 300 minutes. Group S, septic control group; group SV, septic test group treated with vasopressin.Page 10 of 13
(page number not for citation purposes)
Available online http://ccforum.com/content/11/6/R129formed in our laboratory suggested that signs of anaerobic
metabolism in tissues may be detected only relatively late and
only when blood flow is substantially reduced (that is, by 60%
or more) and that an even greater reduction of blood flow may
be required in order to detect these signs in regional venous
blood [46]. The vasopressin dose used in the present study
(0.06 U/kg per hour, which is approximately 0.06 U/minute in
a 70-kg human) was determined in pilot studies as the dose
required to raise MAP by 20 to 25 mm Hg in septic pigs. This
perhaps may be considered 'high' by some investigators since
it is higher than the 0.04 U/minute proposed by several
authors, including Malay and colleagues [14]. However, the
dose used in the present study was lower than 0.10 U/minute,
which Martikainen and colleagues [15] advised as the upper
limit since higher doses caused reduction in systemic and
splanchnic blood flow in endotoxemic animals. On the other
hand, Klinzing and colleagues [47] administered vasopressin
as a single vasopressor in septic patients in doses that were
up to 50 times higher than those used in the present study
(average, 27 U/minute).
Another matter that deserves mentioning here is the fact that
most clinicians who use vasopressin in septic shock use it as
a supplementary vasopressor to norepinephrine or in combina-
tion with dobutamine. However, in the present study, we used
vasopressin alone because our purpose was to study the
effects of vasopressin without possible interactions of other
vasoactive agents.
Conclusion
Administration of low-dose vasopressin in septic shock
resulted in increased arterial blood pressure and decreased
systemic blood flow. Splanchnic regional blood flow was sub-
stantially redistributed. It decreased markedly in the portal
vein, but remained unchanged or increased in the hepatic
artery, and increased in the celiac trunk. This resulted in signif-
icantly decreased total liver blood flow. Microcirculatory blood
flow remained unchanged in the liver but decreased markedly
in the pancreas. Initially, blood flow in the renal artery
decreased, but it returned to baseline levels after 3 hours,
whereas microcirculatory flow in the renal cortex remained
decreased. This study also showed that increased urine out-
put does not necessarily reflect increased renal blood flow.
Considering these disturbances in blood flow and the fact that
the safety of vasopressin in septic shock has not yet been
demonstrated in humans, vasopressin should be used with
great caution for treatment of hypotension in septic shock.
Competing interests
The authors declare that they have no competing interests.
Authors' contributions
VK participated in the experimental design, animal preparation
and performance and supervision of experimental work, pre-
liminary analysis of the data, and writing of the manuscript. LH
participated in the experimental design, animal preparation
and performance and supervision of experimental work, and
preliminary analysis of the data and helped to draft the
manuscript. SJ provided assistance and consulting during the
experimental design, provided statistical analysis, and helped
to draft the manuscript. JT provided assistance and consulting
of the experimental design and helped to finalize the manu-
script, in particular the Discussion section. GS provided
assistance and consulting of the experimental design and
helped to finalize the manuscript, in particular the Discussion
section, and provided supervision and overview of the entire
project. All authors read and approved the final manuscript.
Acknowledgements
The authors thank Daniel Mettler, Klaus Maier, Heikki Ahonen, Manuela 
Jordi, and Olgica Beslac for assistance during animal preparation; Mar-
cus Ten Hoevel for assistance during animal preparation and data col-
lection; Ferring (Wallisellen, Switzerland) for providing vasopressin at no 
cost; and Jeannie Wurz for editing the manuscript. This study was per-
formed at the Department of Anesthesia, Experimental Laboratory ESI, 
University of Bern, Inselspital, CH-3010 Bern, Switzerland. This work 
was supported in part by the Research Fund of the Department of 
Anesthesia, University of Bern, Inselspital, Bern, Switzerland, and The 
Swiss National Fund for Scientific Research, grant number SNF 
3200BO-102268.
References
1. Malay MB, Ashton RC Jr, Landry DW, Townsend RN: Low-dose
vasopressin in the treatment of vasodilatory septic shock.  J
Trauma 1999, 47:699-703. discussion 703–695
2. Landry DW, Levin HR, Gallant EM, Ashton RC Jr, Seo S, D'Ales-
sandro D, Oz MC, Oliver JA: Vasopressin deficiency contributes
to the vasodilation of septic shock.  Circulation 1997,
95:1122-1125.
3. Obritsch MD, Jung R, Fish DN, MacLaren R: Effects of continu-
ous vasopressin infusion in patients with septic shock.  Ann
Pharmacother 2004, 38:1117-1122.
Key messages
Administration of low-dose vasopressin in porcine septic 
shock resulted in:
• a fast and sustained increase in blood pressure and a 
marked decrease in systemic blood flow.
• significant redistribution of splanchnic regional and 
microcirculatory blood flow that could not be predicted 
or detected by systemic parameters.
• a decrease in portal blood flow of 58%. This decrease 
was compensated for, in part, by increased hepatic 
arterial blood flow. Nevertheless, total liver blood flow 
decreased by 32%.
• a decrease in microcirculatory blood flow in the pan-
creas by 36%. Hypoperfusion of the pancreas may be a 
relevant problem.
• increased urine output but decreased renal arterial and 
microcirculatory blood flow, indicating pressure 
diuresis.Page 11 of 13
(page number not for citation purposes)
Critical Care    Vol 11 No 6    Krejci et al.4. Dunser MW, Mayr AJ, Ulmer H, Ritsch N, Knotzer H, Pajk W, Luck-
ner G, Mutz NJ, Hasibeder WR: The effects of vasopressin on
systemic hemodynamics in catecholamine-resistant septic
and postcardiotomy shock: a retrospective analysis.  Anesth
Analg 2001, 93:7-13.
5. Eichinger MR, Resta JM, Walker BR: Myogenic contribution to
agonist-induced renal vasoconstriction during normoxia and
hypoxia.  Am J Physiol 1997, 272:H1945-1951.
6. Shelly MP, Greatorex R, Calne RY, Park GR: The physiological
effects of vasopressin when used to control intra-abdominal
bleeding.  Intensive Care Med 1988, 14:526-531.
7. Tateishi J, Faber JE: Inhibition of arteriole alpha 2- but not alpha
1-adrenoceptor constriction by acidosis and hypoxia in vitro.
Am J Physiol 1995, 268:H2068-2076.
8. Raedler C, Voelckel WG, Wenzel V, Krismer AC, Schmittinger CA,
Herff H, Mayr VD, Stadlbauer KH, Lindner KH, Konigsrainer A:
Treatment of uncontrolled hemorrhagic shock after liver
trauma: fatal effects of fluid resuscitation versus improved
outcome after vasopressin.  Anesth Analg 2004,
98:1759-1766. table of contents
9. Erwald R, Wiechel KL, Strandell T: Effect of vasopressin on
regional splanchnic blood flows in conscious man.  Acta Chir
Scand 1976, 142:36-42.
10. Korsback C: Tissue pO2 and pCO2 in the gastrointestinal tract
and liver during intravenous vasopressin infusion. An experi-
mental study in pigs.  Acta Chir Scand 1984, 150:593-597.
11. Kerr JC, Jain KM, Swan KG, Rocko JM: Effects of vasopressin on
cardiac output and its distribution in the subhuman primate.  J
Vasc Surg 1985, 2:443-449.
12. Beijer HJ, Maas AH, Charbon GA: A vasopressin-induced
decrease in pancreatic blood flow and in pancreatic exocrine
secretion in the anesthetized dog.  Pflugers Arch 1984,
400:324-328.
13. Knotzer H, Pajk W, Maier S, Ladurner R, Kleinsasser A, Wenzel V,
Dunser MW, Ulmer H, Hasibeder WR: Arginine vasopressin
reduces intestinal oxygen supply and mucosal tissue oxygen
tension.  Am J Physiol Heart Circ Physiol 2005, 289:H168-173.
14. Malay MB, Ashton JL, Dahl K, Savage EB, Burchell SA, Ashton RC
Jr, Sciacca RR, Oliver JA, Landry DW: Heterogeneity of the vaso-
constrictor effect of vasopressin in septic shock.  Crit Care
Med 2004, 32:1327-1331.
15. Martikainen TJ, Tenhunen JJ, Uusaro A, Ruokonen E: The effects
of vasopressin on systemic and splanchnic hemodynamics
and metabolism in endotoxin shock.  Anesth Analg 2003,
97:1756-1763.
16. Sun Q, Dimopoulos G, Nguyen DN, Tu Z, Nagy N, Hoang AD,
Rogiers P, De Backer D, Vincent JL: Low-dose vasopressin in
the treatment of septic shock in sheep.  Am J Respir Crit Care
Med 2003, 168:481-486.
17. Reilly PM, Toung TJ, Miyachi M, Schiller HJ, Bulkley GB: Hemody-
namics of pancreatic ischemia in cardiogenic shock in pigs.
Gastroenterology 1997, 113:938-945.
18. Barzilai A, Medina JA, Toth L, Dreiling DA: The effect of hypovo-
lemic shock on pancreatic secretion.  Int J Pancreatol 1986,
1:373-379.
19. Krejci V, Hiltebrand L, Banic A, Erni D, Wheatley AM, Sigurdsson
GH: Continuous measurements of microcirculatory blood flow
in gastrointestinal organs during acute haemorrhage.  Br J
Anaesth 2000, 84:468-475.
20. Hiltebrand LB, Krejci V, Banic A, Erni D, Wheatley AM, Sigurdsson
GH: Dynamic study of the distribution of microcirculatory
blood flow in multiple splanchnic organs in septic shock.  Crit
Care Med 2000, 28:3233-3241.
21. Holmes CL, Walley KR, Chittock DR, Lehman T, Russell JA: The
effects of vasopressin on hemodynamics and renal function in
severe septic shock: a case series.  Intensive Care Med 2001,
27:1416-1421.
22. Tsuneyoshi I, Yamada H, Kakihana Y, Nakamura M, Nakano Y,
Boyle WA 3rd: Hemodynamic and metabolic effects of low-
dose vasopressin infusions in vasodilatory septic shock.  Crit
Care Med 2001, 29:487-493.
23. Patel BM, Chittock DR, Russell JA, Walley KR: Beneficial effects
of short-term vasopressin infusion during severe septic
shock.  Anesthesiology 2002, 96:576-582.
24. Franchini K, Cowley AJ: Sensitivity of the renal medullary circu-
lation to plasma vasopressin.  Am J Physiol 1996,
271:R647-653.
25. Evans R, Bergstrom G, Lawrence A: Effects of the vasopressin
V1 agonist [Phe2,Ile3,Orn8]] vasopressin on regional kidney
perfusion and renal excretory function in anesthetized rabbits.
J Cardiovasc Pharmacol 1998, 32:571-581.
26. Hiltebrand LB, Krejci V, Jakob SM, Takala J, Sigurdsson GH:
Effects of vasopressin on microcirculatory blood flow in the
gastrointestinal tract in anesthetized pigs in septic shock.
Anesthesiology 2007, 106:1056-1067.
27. Hiltebrand LB, Krejci V, ten Hoevel ME, Banic A, Sigurdsson GH:
Redistribution of microcirculatory blood flow within the intes-
tinal wall during sepsis and general anesthesia.  Anesthesiol-
ogy 2003, 98:658-669.
28. Kuznetsova LV, Tomasek N, Sigurdsson GH, Banic A, Erni D,
Wheatley AM: Dissociation between volume blood flow and
laser-Doppler signal from rat muscle during changes in vascu-
lar tone.  Am J Physiol 1998, 274:H1248-1254.
29. Schmeisch AP, de Oliveira DS, Ide LT, Suzuki-Kemmelmeier F,
Bracht A: Zonation of the metabolic action of vasopressin in
the bivascularly perfused rat liver.  Regul Pept 2005,
129:233-243.
30. Ezzat WR, Lautt WW: Hepatic arterial pressure-flow autoregu-
lation is adenosine mediated.  Am J Physiol 1987,
252:H836-845.
31. Schiffer ER, Mentha G, Schwieger IM, Morel DR: Sequential
changes in the splanchnic circulation during continuous endo-
toxin infusion in sedated sheep: evidence for a selective
increase of hepatic artery blood flow and loss of the hepatic
arterial buffer response.  Acta Physiol Scand 1993,
147:251-261.
32. Jakob SM: Clinical review: splanchnic ischaemia.  Crit Care
2002, 6:306-312.
33. Wheatley AM, Hickman R: The influence of flow and hematocrit
on the laser Doppler flux signal from the surface of the per-
fused pig liver.  Microcirculation 1995, 2:19-25.
34. Arvidsson D, Svensson H, Haglund U: Laser-Doppler flowmetry
for estimating liver blood flow.  Am J Physiol 1988,
254:G471-476.
35. Lang CH, Bagby GJ, Ferguson JL, Spitzer JJ: Cardiac output and
redistribution of organ blood flow in hypermetabolic sepsis.
Am J Physiol 1984, 246:R331-337.
36. Hof RP: Modification of vasopressin- and angiotensin II-
induced changes by calcium antagonists in the peripheral cir-
culation of anaesthetized rabbits.  Br J Pharmacol 1985,
85:75-87.
37. Keck T, Banafsche R, Werner J, Gebhard M, Herfarth C, Klar E:
Desmopressin impairs microcirculation in donor pancreas and
early graft function after experimental pancreas
transplantation.  Transplantation 2001, 72:202-209.
38. Haglund U: The splanchnic organs as the source of toxic medi-
ators in shock.  Prog Clin Biol Res 1988, 264:135-145.
39. Kam PC, Tay TM: The pharmacology of ornipressin (POR-8): a
local vasoconstrictor used in surgery.  Eur J Anaesthesiol 1998,
15:133-139.
40. Edwards RM, Trizna W, Kinter LB: Renal microvascular effects
of vasopressin and vasopressin antagonists.  Am J Physiol
1989, 256:F274-278.
41. Uriz J, Gines P, Cardenas A, Sort P, Jimenez W, Salmeron J,
Bataller R, Mas A, Navasa M, Arroyo V, et al.: Terlipressin plus
albumin infusion: an effective and safe therapy of hepatorenal
syndrome.  J Hepatol 2000, 33:43-48.
42. De Backer D, Creteur J, Preiser JC, Dubois MJ, Vincent JL: Micro-
vascular blood flow is altered in patients with sepsis.  Am J
Respir Crit Care Med 2002, 166:98-104.
43. Sakr Y, Dubois MJ, De Backer D, Creteur J, Vincent JL: Persistent
microcirculatory alterations are associated with organ failure
and death in patients with septic shock.  Crit Care Med 2004,
32:1825-1831.
44. Dodds W: The pig model in biomedical research.  Fed Proc
1982, 41:247-256.
45. Hannon JP, Bossone CA, Wade CE: Normal physiological val-
ues for conscious pigs used in biomedical research.  Lab Anim
Sci 1990, 40:293-298.
46. Krejci V, Hiltebrand L, Buchi C, Ali SZ, Contaldo C, Takala J, Sig-
urdsson GH, Jakob SM: Decreasing gut wall glucose as an early
marker of impaired intestinal perfusion.  Crit Care Med 2006,
34:2406-2414.Page 12 of 13
(page number not for citation purposes)
Available online http://ccforum.com/content/11/6/R12947. Klinzing S, Simon M, Reinhart K, Bredle DL, Meier-Hellmann A:
High-dose vasopressin is not superior to norepinephrine in
septic shock.  Crit Care Med 2003, 31:2646-2650.Page 13 of 13
(page number not for citation purposes)
